8-METHOXYGRISEORHODIN C, A NEW MEMBER OF GRISEORHODIN ANTIBIOTIC
Sir:
In the screening course for new antibiotics, a new griseorhodin-type antibiotic, 8-methoxygriseorhodin C (1) was isolated from the culture broth of a Streptomyces strain, SIPI-A5-0Q44. The organism was isolated from a soil sample collected in Jiangsu
Province, People's Republic of China. In this communication, we would like to report the production, isolation and structural elucidation of 8-methoxygriseorhodin C. The producing strain was inoculated in a 500-ml baffled Erlenmeyer flask containing 1 10 ml medium consisting of glycerol 2.0%, soybean meal 1.5%, CoCl3-6H2O 0.0005% and K2HPO4 0.1% (pH was adjusted to 6.2 before sterilization with 1 m KH2PO4) and shaked on a rotary shaker at 28°C for 53 hours. The seed culture (each 2%) was transferred into 46 flasks containing the same medium and cultivation was carried out for 96 hours under the same condition described above. Bioactivity was monitored by disc assay against Bacillus subtilis PCI 219.
The harvested broth thus obtained was adjusted to pH 2 and filtrated. The antibiotic in the filtrate (4,960ml) was extracted with EtOAc (2,500ml x 2). The antibiotic in the myceliumcake was extracted with MeOH(1,000ml) and filtrated. The MeOH solution wasconcentrated and the active substance was extracted with EtOAc. This EtOAc layer was combined with the extract from the broth filtrate and dried over anhydrous Na2SO4, then concentrated in vacuo to give a dark red powder (2.4g). This red powder was dissolved in acidic MeOH(pH 2) and soluble portion was chromatographed on a Sephadex LH-20 column and eluted with acidic MeOH. The bioactive fractions were collected and concentrated to give 417.9 mg of red powder, which was purified by a centrifugal partition chromatography (CPC). The chromatography was performed using a CPC apparatus model NMF (Sanki Engineering Limited) with a solvent system of CHC13-MeOH-H2O (7:13:8).
The bioactive fraction ofCPC (67.6 mg) thus obtained was further purified on a Sephadex LH-20 column and preparativeTLC; CHC13 -MeOH-AcOH(50 : 2 : 1). The bands (Rf 0.23) on TLC plates were cut off, and extracted with acidic MeOHand chromatographed on a Sephadex LH-20 column again to offer 6.6 mg of 8-methoxygriseorhodin C. 8-Methoxygriseorhodin C (1) is soluble in DMSO and insoluble in water, hexane and petroleum ether.
It is also soluble in MeOH,acetone and CHC13 under acidic conditions, but slightly soluble in these solvents under alkaline conditions. Other physicochemical properties are summarized in Table 1 . The MWand formula of 1 were determined to be 540 and C26H20O13 by means of HRFAB-MS (negative ion, M~, found mjz 540.0905; calcd for C26H2o013, 540.0904), XH and 13C NMRspectroscopy. The IR and UVspectra of 1 were similar to those of griseorhodins1*.
The NMRspectra of 1 exhibited 14 resonances of proton and 26 resonances of 13C. They are very similar to those of griseorhodin C (2)2>3) ( Fig. 1) with all the signals exception of C-8 ( d These assignments might be reassigned. Agar dilution method (Mueller-Hinton agar, 37°C, 18 hours).
were consistent with the presence of an OCH3group at the C-8 position. Other HMBCcorrelations of 1 are shown in Fig. 2 . Therefore, 1 is a new member of griseorhodin C obtained from the fermentation broth. The *H NMRdata of the 8-methoxy compound which was derived from griseorhodin A by Eckardt et al.5 ) also supported this conclusion. 8-Methoxygriseorhodin C (1) showed strong inhibitory activity to Gram-positive bacteria but weak inhibitory activity to Gram-negative bacteria and fungi. The antimicrobial activity against various microorganisms is summarized in Table 3 . The strain, SIPI-A5-0044 co-produced griseorhodin A6) and two unidentified minor components. Additional studies on other biological properties and the stereochemistry of 1 are in progress and will be reported later. (Received June 12, 1991) 
